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Claims; 

1. A compound of formula (I) or a pharmaceutically acceptable salt thereof: 




(D 



wherein: 

Qis CCHorN; 

W is N or S, when W is S, is not present; 
X is C or N, provided that when Y and Z are C, X is N; 
Y is C or N, provided that when X and Z are C, Y is N; 
Z is C or N, provided that when X and Y are C, Z is N; 

R' and R^ are at each occurrence independently selected from H, CH3. optionally 
substituted Ci^alkyl, optionally substituted carbocycle, or optionally substituted heterocycle; 
or R' and R^ in combination can form an optionally substituted heterocycle, or an optionally 
substituted carbocycle; 

R' is selected from H, or optionally substituted Ci-ealkyl; 

R^ is selected from H. optionally substituted Ci^alkyl, .C(=0)0CH3, optionally 
substituted carbocycle, .C(==0)NH(CH2)heterocycle, or -C(=0)NH(CH2)CH3; 

R^ is selected Sx>m H, or CH3; 

R^ is selected fix>m H; 

R^ is selected from optionally substituted carbocycle. 

2, A compound of claim 1 , wherein: 
QisN. 



3. A compound of claim 1, wherein: 
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W is S, and is not present 

4. A compound of claim 1, wherein: 
Xis a 

5. A compound of claim 1, wherein: 
YisN. 

6. A compoimd of claim 1, wherein: 
ZisN. 

7. A compound of claim 1 , wherein: 

and R^ are at each occurrence are independently selected from H, or optionally 
substituted carbocycle, or optionally substituted heterocycle. 

8. A compound of claim 1, wherein: 

R^ is an optionally substituted Ci^alkyL 

9. A compound of claim 1 , wherein: 
R* is -C(=0)NH(CH2)heterocycle. 

10. A compound of claim 1 , wherein: 
R^ is selected from H. 

11. A compound of claim 1 , wherein: 

R^ is an optionally substituted carbocycle, 

12. A compound of claim 1, wherein: 
QisNor C; 

W is S, and R^ is not present; 

X is C orN, provided that when Y and Z are C, X isN; 
Y is C or N, provided that when X and Z are C, Y is N; 
Z is C or N, provided that when X and Y are C, Z is N; 
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and are at each occurrence independently selected from H, or optionally 
substituted carbocycle; or optionally substituted heterocycle or optionally substituted 
CiHsalkyl; 

R^ is selected from H, or optionally substituted Ci^alkyl; 
5 R* is selected from H, -C(=0)NH(CH2)heterocycle or optionally substituted 

carbocycle; 

R^ is selected from H; 

R^ is selected from optionally substituted carbocycle. 

13. A compoxmd of claim 1 , wherein: 
Q is N or C; 

W is S, and R^ is not present; 

X is C or N, provided that when Y and Z are C, X is N; 

Y is C or N, provided that when X and Z are C, Y is N; 
Z is C or N, provided that when X and Y are C, Z is N; 
R^ and R^ are at each occurrence independentiy selected bom H, or optionally 

substituted carbocycle; or optionally substituted heterocycle or optionally substituted 

R^ is selected from H, or optionally substituted Ci^kyl; 
R"* is selected from H, or -C(=0)NH(CH2)heterocycle; 
R^ is selected from H; 

R^ is selected from optionally substituted carbocycle. 

14. A compound of claim 1, wherein: 
25 QisNorC; 

W is S, and R^ is not present; 

X is C or N, provided that when Y and Z are C, X is N; 

Y is C or N, provided that when X and Z are C, Y is N; 
Z is C or N, provided that when X and Y are C, Z is N; 

30 R^ and R^ are at each occurrence independentiy selected fixim H, or optionally 

substituted carbocycle; or optionally substituted heterocycle; 

R^ is selected from H, or optionally substituted Ci.^alkyl; 
R^ is selected from H, -C(=0)NH(CH2)heterocycle; 



15 
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is selected fix>m H; 

is selected &om optionally substituted carbocycle. 

15. A compound of claim 1, wherein: 
5 QisNorC; 

W is S, and R^ is not present; 

XisCorN; 

YisN; 

ZisN; 

10 R* and R^ are at each occurrence independently selected from H, or optionally 

substituted carbocycle; or optionally substituted heterocycle; 

R^ is selected from H, or optionally substituted Ci-aalkyl; 

R^ is selected from H, -C(=0)NH(CH2)heterocycle; 

R^ is selected from H; 
15 R^ is selected from optionally substituted carbocycle, 

16. A compound of claim 1 , wherein: 
Q isN; 

W is S, and R^ is not present; 
XisCorN; 
YisN; 
ZisN; 

R' and R^ are at each occurrence independently selected from H, or optionally 
substituted carbocycle; or optionally substituted heterocycle; 

R^ is selected from H, or optionally substituted Ci-6alkyl; 
R^ is selected from H, -C(=0)NH(CH2)heterocycle; 
R^ is selected from H; 

R^ is selected from optionally substituted carbocycle. 

30 17. A compound of claim 1 , wherein: 
QisN; 

W is S, and R^ is not present; 
Xis C; 
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YisN; 
ZisN; 

and are at each occurrence independently selected from H, or optionally 
substituted carbocycle; or optionally substituted heterocyde; 
5 R^ is selected from H, or optionally substituted Ci^lkyl; 

R"^ is selected from H, -CC=0)lSIH(CH2)heterocycle; 

is selected from H; 
R^ is selected from optionally substituted carbocycle. 



10 18. A compound acroding to claim 1 selected from: 

Methyl N-{4-[(3-fluorophenyl)amino]-6-[(2-hydroxypropyl)amino]-l,3,5-triazin-2-yl}-^^ 

leucinate; 

Methyl N-{4-[(3-fluorophenyl)amino]-6-morpholin-4-yl-13,5-triazin-2-yl}-L-leuci^^^ 
(2R>2-({4-[(3-fluorophenyl)amino]-6-[(3~methoxypropyl)amino]-l,3,5-.triazin-2-yl}amino> 

15 4-methylpentan-l-ol; 

Methyl N-{4-[(3-fluorophenyl)amino]-6-[(4-metho:0^benzyl)amino]-13,5-triazin-2-yl}-D- 

leucinate; 

Methyl N-{4-[(cyclopropyImethyl)amino]-6-[(3-fluorophenyl)amino]-l ,3,5-triazin-2-yl}-D- 
leucinate; 

20 Methyl N-{4-[(3-fluon)phenyl)amino]-6-[(3-metho5^propyl)amino]-l,3,5-triaz^ 
leucinate; 

(2R)-2-({4-[(cycIopropybnethyl)amino]-6-[(3-fluorophenyI)aniino]-l,3,5-t^^ 
yl}amino)-4-methylpentan-l -ol; 

Methyl N-{4-[(3-fluorophenyl)amino]-6-[(tetrahydrofiiran-2-ytaiethyl)amino]-l,3,^ 
25 yl}-L-leucinate; 

Methyl N<4-[(3-fluorophenyI)amino]-6-.{[3-(lH-imidazol-l-yl)propyl]amino}-13,5-tri^^ 
2-yl)-L-leucinate; 

Methyl N-{4-[(2-anilinoethyl)anuno]-6-[(3-fluorophenyl)amino]-l,3,5-trlazin-2-y 
leucinate; 

30 Methyl N-{4-[(3-fluorophenyl)amino]-6-[(2-hydroxy-2-phenylethyI)amino]-l,3,5-triazin-2- 
yl}-L-leucinate; 

Methyl N<4-[(3-fluon)phenyl)aniinol-6-{[2<4-methoxyphenyl)eftyl]amino}-l,3,5-triazi^ 
yl)-L-leucinate; 
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Methyl N-{4-[(2,3-dihydroxypropyl)amino]-6-[(3.fluoK)phen^ 
leucinate; 

Methyl N-[4-[(3-fluorophenyl)amino]-6-(3-hydroxypym)lidin-l-yl> ,3,5-tria2in-2-yl]-L- 
leucinate; 

5 Methyl N-{4-[(2-amino-2.oxoethyl)(methyl)ammo]-6-[(3-flu^ 
2-yl}-L-leucinate; 

(2R)-24(4"[(3-fluorophenyl)amino]-6-{[2-(4-methoxyphenyl)eA^^ 
yl)amino]-4-methylpentan-l-ol; 

Methyl N-{4.[(2-cyanoe1hyl)(methyl)amino]-6-[(3-fluorophenyl)amin 
10 L-leucinate; 

Methyl N.[4-[(3-fluorophenyl)amino]-6<4-pyridln-4-ylpipeimin-l-^^^^ 
leucinate; 

Methyl N-{4<4-cyano-4-phenylpiperidin-l-yl>64(3-fluorophenyl)aniino]^ 
yl) -L-leucinate; 

15 Methyl N-{4-[(3-fluorophenyI)amino]-6-[(3-hydK)xy-2,2-diniethylprop^^^ 
triazin-2-yl}-L-leucinate; 

Methyl N.{4-[(3-fluorophenyl)amino]-6-[(3-morpholln-4-ylpropyl^^ 
yl}-L-leucinate; 

Methyl N-{4-({2.[4<aminosulfonyl)phenyl]ethyl}aniino)-6-[(3-^^ 

20 triazin-2-yl}-L-leucinate; 

Methyl N.{4-{[2-(dimethylanuno)ethyllanimo}-6-[(3.fluoro^^ 

yl}-L-leucinate; 

MethylNK4-[(3-£luorophenyl)amino]-6-'{[2K2-hydroxyethoxy)ethyU 
yl)-L-leucinate; 

25 Methyl N-{4.[(3.fluorophenyl)amino]-6-[(4-hydroxybutyI)aniinol-l,3,5-t^^ 
leucinate; 

Methyl N<4-[(3-fluorophenyl)amino]-6-{[3K2-oxopyiToUdin-l-yl)propyl]anam^ 
triazin-2-y!)-L-leucinate; 

Methyl N-[4-[(3-fluorophenyl)amino]-6K4-methoxyphenyl)-l,3,5-triazin-2-yl]-L-le^^ 
30 Methyl N-[4-[(3-fluorophenyl)amino]-6-(4-methoxybenzyl)-l^,5-triazin-2^^^ 
Methyl N-[4-[(3-fluorophenyl)amino]-6.(4.methoxybenzyl)-l,3.5-tri^^ 
(2S)-2-{[4-[(3-fluorophenyl)amino]-6-(4"niethoxybenzyl)-l,3,5-triazin-2-yl]m 

mefliylpentan-l -ol; 
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N^-BenzyI-N^-(3-fluorophenyl)-6-<4-methoxybenzyl)-13,5-triazine-2,^ 
N^.{44(5-fluoro-2-methylphenyl)amino]'6-[(4-methoxy^^ 
(tetrahydrofuran-2-ylmethyl>L-leucinainide; 
N2-{4.[(5-fluoro-2.methylphenyl)amino]-<-[(4-methoxyph^^^ 

5 propyl-L-leucinamide; 

N2.(4.[(3-cyanophenyl)aTnino]-6-[(4-methoxyphenyl)1hi^^^ 

(tetrahydrofui^-2-ylmethyl)-L-leucinamide; 
N^-{44(5-Chloro-2-methylphenyl)amino]-6-[(4-methoxyphenyl^^ 
(tetrahydrofuraii-2-ylinethyl)TL-leucinamide; 
10 N^.{4-[(3,5-Difluorophenyl)amino]-6-[(4-methoxyphenyl)thio]pyrm^ 
(tetrahydrofuran-2-ylniethyl)-L-leucinamide; 

Methyl N-[44(3-fluorophenyl)amino]-6K4-me1hoxybenzyl)pyrimidm^^ 
. Methyl N-[2-[(3-fluorophenyl)ammol-6<4-methoxybenzyl)pyrimidin-4-yU^^^ 
(S)-2-[4-(3-Fluoro-phenylamino)-6K4-methoxy-phenylsulfanyl)-l-oxy-p^ 

15 methyl-pentanoic acid methyl ester; 

246<3-Fluoro-phenylaniino)-2<4.methoxy-phenylsulfenyl)-pyrimidm^^ 

pentanoic acid methyl ester; 

(S)-2.[4-(3-Cyano-phenylamino).6-(quinolin-8-ylsulfOT^^ 
pentanoic acid (tetrahydio-furan-2-yhnethyl)-amide; 
20 (S>2-[4-(4-Amino-phenylsulfenyl)-6.(3<jyano.phenylamino)-pyrimi 
methyl-pentanoic acid (tetrahydro-£iiran-2-ylmethyl>amide; 

19. A compound of formula (II) or a phaimaoeutically acceptable salt thereof: 




(11) 



y/O 2005/003103 



PCT/GB2004/002723 



-102- 



wherein: 

Q is O, S, SO or SOj; 

W is N or halogen, v^en W is halogen neither nor R' are present; 

X is C or N, provided that when Y and Z are C, X is N; 

Y is C or N, provided that when X and Z are C, Y is N; 

Z is C or N, provided that when X and Y are C, Z is N; 

r2 is selected from H, optionally substituted C-ealkyl. optionally substituted 
carbocycle, or optionally substituted heterocycle; 

r' is selected from H, or optionally substituted Ci^alkyl; 

r'' is selected from H, optionally substituted C^lkyU optionally substituted 
heterocycle, cyano, -C(=0)0CH3, -C(=0)OCH3. -C(=0)NHa, -C(=0)NH-optionaUy 
substituted C^alkyl, -C(=0)NH(CH2)«-optionany substituted carbocycle. -C(=0)NH(CH,)o- 
j-optionally substituted heterocycle. -C(=0)NH(CH2)i.3N(CH3)2, C(=0)NH(CH2),- 
3C(OCH3)2 C(=0)NH(CH2),.3NHC(=0)OC(CH3)3. -C(=0)>}H(CH2),-30(CHa)i.30H. 
-C(=0)-optionally substituted heterocycle, .C(=0)NH(CHz),-3C(=0)OCH3.-CX=0)NH(CHa),. 
30C(CH3)3, .C(=0)NH(CH2),-3SCH3. or C(=0)NH(CH2)i.3C(=0)OH; 
R* is selected from H, or CH3; 

R* and R* in combination form an optionally substituted heterocycle; 
R* is selected from H or CH3; 

R' is selected from optiomdly substituted C^lkyl. optionally substituted carbocycle. 
optionally substituted heterocycle, or .(CHa),.3roptionaUy substituted carbocycle. 

20. A compound of claim 19, wherein: 
QisS. 

21 . A compound of claim 19, wherein: 
WisN. 

22. A compound of claim 19, wherein: 
XisN. 



23 . A compound of claim 1 9, wherein: 
Xis C. 
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24. A compound of claim 19, wherein: 
YisN. 

5 25. A compound of claim 19, wherein: 
Yis C. 

26. A compound of claim 19, wherein: 
ZisN. 

27. A compound of claim 19, wherein: 
Zis C. 

28. A compound of claim 19, wherein: 

15 r2 is optionally substituted carbocycle. 

29. A compound of claim 1 9, wherein: 

is optionally substituted Ci.6alkyl. 

20 30. A compound of daun 1 9, wherein: 

is selected from, -C(=0)0CH3. .C(=0)K>ptionally substituted heterocycle, 
-C(=0)NH(CH2)o.3-optionally substituted heterocycle, or -C(=0)lsIH(CH2)i.3SCH3. 

31. A compound of claim 1 9, wherein: 
25 is selected from H, or CH3. 

32. A compound of claim 19, wherein: 
R^ is selected from H or CH3. 

30 33. A compound of claim 19, wherem: 

R^ is optionally substituted caAocycle. 



34. 



A compound of clsum 19: 
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wherein: 



5 



Q is S, SO or SO2; 
WisN; 

X is C or N, provided that when Y and Z are C, X is N; 
Y is C or N, provided that when X and Z are C, Y is N; 



Z is C orN, provided that when X and Y are C, Z isN; 

is selected from H, optionally substituted carbocycle, or optionally substituted 
heterocycle; 

is optionally substituted Ci^alkyl; 



-C(=0)NH(CH2)o-3-optionally substituted heterocycle, -C(=0)NH(CH2)i.3SCH3, 
optionally substituted heterocycle, cyano, -C(=0)NH2, -C(=0)NH-optionally substituted 
Ci^alkyl, -C(=0)NH(CH2)o-3-optionalIy substituted carbocycle, -C(=0)NH(CH2)i.3N(CH3)2, 
C(=0)NH(CH2)i.3C(OCH3)2, C(=0)NH(CH2)i.3NHC(-0)OC(CH3)3. -C(=0)NH(CH2)i. 
15 30(CH2)i.30H, -C(=0)NH(CH2)i.3C(=0)OCH3.-C(=0)NH(CH2)i.30C(CH3)3. or 
C(=0)NH(CH2)i.3C(=0)OH; 



10 



R"* is selected from,. -C(=0)0CH3. -C(=0)-optionally substituted heterocycle. 



20 



R^isH; 

R* and R^ in combination form an optionally substituted heterocycle; 
R^ is selected from H; 

R' is selected from, optionally substituted carbocycle, optionally substituted 



heterocycle, or -(CH2)i-3-optionally substituted carbocycle. 



35. A compound of claim 19: 



wherein: 



25 



Qis S; 
Wis N; 



X is C or N, provided that when Y and Z are C, X is N; 
Y is C or N, provided that when X and Z are C, Y is N; 
Z is C or N, provided that when X and Y are C, Z is N; 



30 



R^ is selected from H, optionally substituted carbocycle, or optionally substituted 



heterocycle; 



R^ is optionally substituted Ci^lkyl; 
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is selected from, -C(=0)0CH3, -■C(=0>optionally substituted heterocycle, - 
CO=0)NH(CH2)o-3-optionally substituted heterocycle, -C(=0)NH(CH2)i.3SCH3, 
optionally substituted heterocycle, cyano, "C(=0)NH2, -C(=0)NH-optionally substituted 
Ci^kyl, -C(=0)NH(CH2)o.3-optionally substituted caibocycle, -C(=0)NH(CH2)i.3N(CH3)2, 
C(=0)NH(CH2)i.3C(OCH3)2. C(-0)NH(CH2)i.3NHC(=0)OC(CH3)3, -C(=0)NH(CH2)i- 
30(CH2)i-30H, .C(=<))NH(CH2)i-3C(K))OCH3.-C(K))NH(CH2)w^ or 
C(=0)NH(CH2)i.3C(=0)OH; 
R^isH; 

R"* and R^ in combination form an optionally substituted heterocycle; 
R^ is selected from H; 

r"^ is selected from, optionally substituted carbocycle, optionally substituted 
heterocycle, or -(CH2)i.3-optionally substituted carbocycle. 

36. A compound of claim 19: 
wherein: 

Qis S; 

WisN; 

X is C or N, provided that when Y and Z are C, X is N; 
Y is C orN, provided that when X and Z are C, Y isN; 
Z is C or N, provided that when X and Y are C, Z is N; 

is selected from H, optionally substituted carbocycle; 
R^ is optionally substituted Ci^alkyl; 

R^ is selected from, -C(=0)0CH3, -C(=0>optionally substituted heterocycle, 
-C(=0)NH(CH2)o.3-optionally substituted heterocycle, -C(=0)NH(CH2)i-3SCH3, 
optionally substituted heterocycle, cyano, -C(=0)NH2, -C(=0)NH-optionalIy substituted 
Ci-6alkyl, -C(=0)NH(CH2)o-3"Optionally substituted carbocycle, -C(=0)NH(CH2)i.3N(CH3)2, 
C(=0)NH(CH2)i-3C(OCH3)2. C(=0)NH(CH2)i-3NHC(=0)OC(CH3)3, -C(=0)NH(CH2)i- 
30(CH2)i.30H, -C(=<>)NH(CH2)i.3C(=<>)OCH3.-C(=0)NH(CH2)i.30C(CT^^ or 
C(=0)NH(CH2)i.3C(=0)OH; 

R^is H; 

R*^ is selected from H; 

r'' is selected from, optionally substituted carbocycle. optionally substituted 
heterocycle, or -(CH2)i-3-optionally substituted carbocycle. 



wo 200S/003103 



PCT/GB2004/002723 



-106- 

37. A compound of claim 19: 
wherein: 

QisS; 
5 WisN; 

X is C or N, provided that when Y and Z are C, X is N; 
y is C or N, provided that when X and Z are C, Y is N; 
Z is C or N, provided that when X and Y are C, Z is N; 
is an optionally substituted carbocycle; 
10 is optionally substituted Ci^alkyl; 

is selected from, -C(=0)0CH3, -C(=0)-optionally substituted heterocycle, - 
C(=0)NH(CH2)o-3-optionally substituted heterocycle, -C(=0)NH(CH2)i.3SCH3, 
optionally substituted heterocycle, cyano, -C(=0)NH2, -C(=0)NH-optionally substituted Cu 
salkyl, -C(=0)NH(CH2)o-3-optionally substituted caibocycle, -C(=0)lSIH(CH2)i-3N(CH3)2, 
15 C(=0)NH(CH2)i-3C(OCH3)2. C(=0)NH(CH2)i.3NHC(=0)OC(Cft)3, -C(=0)NH(CH2)i- 
30(CH2)i.30H, -C(=<>)NH(CH2)i.3C(<))OCH3,-C(=<>)l«I(CH2)i^ or 
C(=0)NH(CH2)i.3C(==0)OH; 
R^isH; 

R^ is selected from H; 
20 R^ is optionally substituted caibocycle,. 

38. A compound of claim 19: 
wherein: 

QisS; 
25 WisN; 

X is C or N, provided that when Y and Z are C, X is N; 

Y is C or N, provided that when X and Z are C, Y is N; 

Z is C or N, provided that when X and Y are C, Z is N; 

R^ is an optionally substituted carbocycle; 
30 R^ is optionally substituted Ci^Ikyl; 

R"* is selected from, -C('0)OCH3, -C(=0)-optionally substituted heterocycle, 
-C(=0)NH(CH2)o.3-optionally substituted heterocycle, -C(=0)NH(CH2)i-3SCH3, 
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optionally substituted heterocycle, -C(=0)NHb. -C(=0)NH(CH2)o.3"Optionally substituted 
carbocycle; 

R^isH; 

is selected fix>m H; 
5 R^ is optionally substituted carbocycle. 



39. A compound of claim 19: 
wherein: 

Qis S; 
10 WisN; 

X is C or N, provided that when Y and Z are C, X is N; 

Y is C or N, provided that when X and Z are C, Y is N; 

Z is C or N, provided that when X and Y are C, Z is N; 

R^ is optionally substituted carbocycle; 
15 R^ is optionally substituted Ci^alkyl; 

R"* is selected from, .C(=0)0CH3. -C(=0)-op1ionally substituted heterocycle, 
-C(=0)NH(CH2)a.3-optionally substituted heterocycle, or -C(==0)NH(CH2)i.3SCH3; 

R^ is selected from H; 

R^ is selected from H; 
20 R^ is optionally substituted carbocycle. 

40. A compoimd according to claim 19 selected from: 

Methyl N-{4-(4-methoxyphenoxy)-6-[(thien-2.y bnethyOaminoJ-l ,3,5-triazin-2-yl}-L- 
leucinate; 

25 Methyl N-[4-(4-methoxyphenoxy)-6-(2-pyridin-4-ylethyl)-l ,3,5-triazin-2-yl]-L-'leucinate; 
Methyl N-[4.[(2,3-dihydroxypropyl)amino]-6-(4-methoxyphenoxy)- 1 ,3,5-tria2in-2-y 1]-L- 
leucinate; 

Methyl N-{4<4-methoxyphenoxy)-6-[(tetrahydrofuran-2-ylmethyl)amino]-l,3,5-triazin-2- 
yl}-L-leucinate; 

30 Methyl N-[4-[(3-fluorobenzyl)amino]-6-(4-methoxyphenoxy)-l,3,5-tria2in.2-yl]^^^ 
Methyl N-[4-[(2-medioxybenzyl)amino]-6-(4-methoxyphenoxy>l ,3,5-tria2in-2-yl]-L- 
leucinate; 
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Methyl N-[4-[(3,5-difluon)benzyl)amino]-6-(4-methoxyphenoxy)-l ,3,5-tri^^ 
leuciiiate; 

Methyl N-[4-[(3,5-^ichloiX)benzyl)aiTiino]-6-(4-methoxyphenoxy)- 1 ,3,5-tria2in-2-yl]-L- 
leucinate; 

5 Methyl N-[4-(beii2ylammo)-6-(4-methoxyphenoxy)-l 3j5-triazin-2-yl]-L-leu^ 
Methyl N-[4-G)utyIamino>6-(4-methoxyphenoxy)-l 3»5-triazin-2-yl]-L4euw^ 
Metfiyl N-[4-(pentylamino)-6-(4-methoxyphenoxy)-l,3,5-triazin-2-yl]-L-leucinate; 
Methyl N-{4-[(3-fluorophenyl)aminol-6-[(4-methoxyphenyl)thio]-13,5-tr^ 
yl}glycinate; 

10 (2R)-2-({4-[(5-Chloro-2-methylphenyl)aminol-6-[(4-metho^phenyl)thio]-l,^ 
yi}ammo)-4-methylpentan- 1 -ol; 

Methyl N-{4"[(5-chloro-2-methylphenyl)amino]-6-[(4-methoxyphenyl)thio]-l,3,5-tri 
yl}-L-leucinate; 

Methyl N-{4-[(3-fluorophenyl)amino]-6-[(4-methoxyphenyl)thio]-13,5-triazm-2-yl^ 
15 leucinate; 

1- (4.[(3.fluorophenyl)amino]-6-[(4-me&oxyphenyl)thio]-l,3,5-tri 
N2.{4<(3-fluon)phenyI)amino]-6-[(4-metfaoxyphenyI)Aio]-l,3,5-tri 
N^-(3-fluorophenyl)-N*-isopentyl-6-[(4-meftoxyphenyl)thio]-l,3,5-tri^^ 
(2S)-2K{4-[(3-fluorophenyl)amino]-^-[(4-methoxyphenyl)thio]-l,^ 

20 methylpentan-l-ol; 

Methyl N-{4-[(3-fluoK)phenyl)amino]-6-[(4.metho3QT>henyl)thiol-l,3,5 

phenylalaninate; 

2- ({4-[(3-fluorophenyl)amino]-6-[(4-methoxyphenyl)thio]-13,5-triazm^^ 
l-ol; 

25 N^-(2,2-Dimethoxyethyl)-N^K3-fluon)phenyl>6-[(4-methoxyphenyl)thio^ 
diamine; 

Ethyl N-{4-[(3-fluorophenyl)amino]-6-[(4-methoxyphenyl)thio]-13,5-triazin-2-y0 
alaninate; 

3- [{4-[(3-fluorophenyl)amino]-6-[(4-rnethoxyphenyl)thio]--l,3,5-tria2in-2- 

30 yl}(methyl)amino]propanenitrile; 

Methyl N-{4-[(3-fluorophenyl)amino]-6-[(4-methoxyphenyl)Aio]-13,5-tria2in-2-yl^ 

alaninate; 
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Methyl N"{4-[(3-fluorophenyl)amino]-6-[(4-methojQ^phenyl)thio]-l 3»5-tr^^^ 
leucinate; 

Methyl N-{4-[(2,3Hiihydroxypropyl)thio]-6-[(3-fluoK)phenyl)ammo]-l ^ 
leucinate; 

5 Methyl N-{4-[(3-fluon)phenyl)amino]-6-[(3-methoxyphenyl)thio]"l,3,5-tri 
leucinate; 

Methyl N- {4-[(3-fluorophenyl)(methyl)amino]-6-[(4-methoxyphenyl)thio]-l ,3,5-triazin-2- 
yl}-L-leucinate; 

(2R)-2<{4-[(3-fluorophenyl)amino]-6-[(4-methoxyphenyl)thio]-l,3,5-triazin-2-yl}am 

10 methylpentan-l-ol; 

Methyl N-{4-[(3-fluorophenyl)amino]-6-[(2-niethoxyphenyl)thio]-l,3,5-triazin-2-y^ 

leucinate; 

Methyl N-[4-[(3-fluorophenyI)amino]-6-(phenylthio)-l,3,5-triazin-2-yl]-L-leucinate^ 
Methyl N-[4-[(3-fluon)phenyl)amino]-6-(quinolin-2-ylthio)-l,3,5-triazin-2-yl]-L-leuci 
15 Methyl N-{4-[(4-aminophenyl)thio]-6-[(3-fluorophenyl)amino]-l ,3,5-triazin-2-yl}-L- 
leucinate; 

Methyl N-{4-[(3-bromophenyl)thio]-6-[(3-£luorophenyl)aniino]-13>5-triazi^^^ 
leucinate; 

Methyl N-[4-[(3-fluorophenyl)aniino]-<-(pyrimidin-2-yhiuo>l 3,5-triazin^ 
20 Methyl N-{4-{[2-(dimethylamino)eftyl]thio}-6-[(3-fluorophenyl)aniino]-l,^ 
L-leucinate; 

Methyl N-{4-({ l.[2-(dimethylamino)ethyl]-lH-tetraazol-5-yl}thio)-6-[(3- 
fluorophenyl)amino]-l,3,5-tria2in-2-yl}-L-leucinate; 

Methyl N-{4-[(3-fluoropheny l)aniino]-6-[(4-metho3<yphenyI)sul£inyl]- 1 ,3,5-tria2in-2-yl}-L- 
25 leucinate; 

Methyl N-{4-[(3-fluorophenyl)anuno]-6-[(4-methoxyphenyl)sulfonyl]-l,3,5-triazin-2-y^ 
leucinate; 

N^-[2-(piniethyIamino)ethyl]-N^-{4-[(3-fluorophenyl)amino]-6-[(4-niethoxyphenyO 

l,3,5-triazin-2-yl}-L-leucinaniide; 
30 N^-{4-[(3-fluorophenyl)aniino]-6-K4-methoxyphenyl)thio]-l,3,5-triazin-2-yl}-N*- 
(tetrahydrofuran-2-ybifiethyl)-L-leucinamide; 

N2-{4.[(3-fluorophenyl)amino]-6-[(4-methoxyphenyI)thio]-l,3,5-triazin-2-yl}-^ 
morpholin-4-ylethyl)-L-leucinamide; 
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N^-{2-[(tert-Buto?Qrcarbonyl)amino]ethyl}-N^-{4-[(3-fluorophm^ 
methoxyphenyOthio]- 1 ,3,5-triazin-2-yl}-L-Ieucmamide; 
N^-{4-[(3-fluoK>phenyl)ammo]-6-[(4-methoxyphenyl)Aio]-13,5-triazin 
yImethyl)-L-leucinamide; 
5 N*-(3,5-Difluon>ben2yl)-N^-{4-[(3-fluorophenyl)amino]-6-[(4-meA 
triazin-2-yl}-L-Ieucinamide; 

N^-{4-[(3-fluorophenyI)amino]-64(4-methoxyphenyl)thio]-l,3,5-trira 
furylmethyI)-L-Ieucinamide; 

N^-{4-[(3-fluorophenyl)amino]-6-[(4-metho30^phenyl)thio]-l,3,5-tri^^ 
10 oxopyrrolidin- 1 -y l)propy l]-L-leucinamide; 

N^-{4-[(3-fluorophenyl)amino]-6-[(4-methoxyphenyl)thio]-l,3,5-tria2in-2-yl}-^ 
methoxybenzyl)-L-leucinainide; 

N^-{4-[(3-fluon)phenyl)amino]-6-[(4-methoxyphenyl)thio]-l,3,5-triazin-2-yl^ 
piperidin- 1 -y lethyl)-L-leucinainide; 
15 N^-{4-[(3-fluorophenyI)amino]-64(4-methoxyphenyI)thio].l,3,5-tria^ 
hydroxyethoxy)ethyl]-L-leucinamide; 

N^.{4.[(3-fluorophenyI)amino]-6-[(4-methoxyphenyl)thio]-13^.triazm^^ 
leucinamide; 

N^-{4.[(3-fluorophenyl)ammo]-6-[(4-methoxyphenyl)thio]-l,3,5-triazm^ 
20 leucinamide; 

N^.{4-[(3-fluoix>phenyI)amino]-6-[(4-metfioxyphenyl)thio]-l,3,5-^ 
pyrrolidin-1 -ylethyl)-L-leucinamide; 

N^-(3-fluorophenyl)-6-[(4-methoxyphenyl)thio]-N^-[(lS)-3-methyl-l-^^ 
ylcarbony])butyl]-l,3>5-tria2ine-2,4-dianiine; 
25 N*-{244-(aminosulfonyOphenyl]ethyl}-N^-{4-[(3-fluorophenyl)amino]-6-[^^ 
methoxyphenyl)thio]-l,3,5-triazin-2-yl}-L-leucinamide; 
N^.{4-[(3-fluorophenyl)amino]-6-[(4-methoxyphenyl)thio]"l,3,5-tria^ 
methylpyiTolidin-2-yl)ethyl]-L-leucinainide; 

N'-{4-[(3-fluorophenyl)amino]-6-[(4-methoxyphenyl)thio]-13,5-tr3 
30 medioxypropyO-L-leucinamide; 

N^-{4-[(3-fluorophenyl)amino]-6-[(4-methoxyphenyl)tiuo]-l,3,5-tf 
ylniethyl)-L-Ieucinamide; 
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Methyl N-{2^[(3-fluorophenyl)amino]-^-[(4-methoxyphenyl)1hi 
leucinate; 

Methyl N-{4-[(3-fluorophenyl)amino]-6-[(4-methoxyphenyl)th^ 
leucinate; 

5 N-{4-[(3-fluorophenyl)amino]-64(4-methoxyphenyl)thio]pyrimi 
N-{4-[(3.fluorophenyl)(methyl)amino]-6-[(4-methoxyphenyl^^ 
N-{4-chloro-6-[(4-methoxyphenyl)tMo]pyrimidin-2-yl}-N-methyl-le^ 
Methyl N.{4-[(3-fluorophenyl)amino]-6-[(4-metho^phenyl)thio^^^ 

methylleucinate; 

10 N^-[4-[(3.fluorophenyl)amino]-6<qumolin-2.ylthio)pyrm^^^ 
ylmethyl)-L-leucinamide; 

N^-{4-[(3-fluorophenyl)amino]-64(4-methoxyphenyl)thio]pyrimidm^^^ 
furylmethyl)-L-leucinamide; 

N^.{44(3-fluorophenyl)amino]-64(4-methoxyphenyl)thio]pyrimid^^ - 
1 5 (tetrahy drofuran-2-y lmethyI)-L-leucinamide; 

N^-{4-[(3-fluorophenyl)amino]-6-[(4.me1hoxyphenyl)thi^^^^ 

leucinamide; 

N^.{4.[(3-fluorophenyl)amino].64(4-me1hoxyphenyl)A^^^ 

4-ylethyl)-L^leucinamide; 
20 N^-(2,2-methoxyethyl>N^-{4-[(3.fluorophenyO^ 

2-yl}-L-leucinamide; 

N^-{4-[(3-fluorophenyl)amino]-6-[(4.methoxyphenyl)th^ 
ylethyl)-I^leucinamide; 

Methyl N.{4<(3-fluoix)pheayl)amino]-64(4-methoxyphenyl)thio]py 

25 leucylglycinate; 

N^-{4.[(3-fluorophenyI)amino]-6-[(4-methoxyphenyl)thio]pyriraW^^ 

5midazol-l-yl)propyl]-L-leucinamide; 

N2.{44(3-fluorophenyl)amino]-6-[(4-methoxyphenyl)thio]pyrimidm^ 

isopropoxyethyl)-L-leucinamide; 
30 >j2^{4-[(3-fluorophenyl)aminol-6-[(4-methoxyphenyl)thio]pyrimW^ -[2- 

(methyltliio)ethyl]-L-leucinaniide; 

N^"{4-[(3-fluorophenyl)aminol.6-[(4-methoxyphenyl)thio]pyri 
leucinamide; 
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N-{4-[(3-fluorophenyl)amino]-6-[(4-methoxyphenyl)thio]pyrimidin-2-y0 
N^-{4-[(3-fluorophenyl)amino]-6-[(4-me1hoxyphenyl)thio]pyrimidi^ 
imidazol-S-yOethyll-L-leucinamide; 
Tsi2.(4.[(3.fluorophesnyl)amino]-6-[(4-me1hoxyphenyl)t^^ 
5 methyl-L-leucinamide; 

N^-{2-[(3-fluorophenyl)anunol-6-[(4-methoxyphenyl)thio]pyri 
4-ylethyI)-L-leucinaniide; 

N^-{2-[(3-fluorophenyl)amino]-6-[(4-methoxyphenyl)thio]pyriinidm 
(tetrahydrofuran-2-yljmethyl)-L-leucinamide; 
10 N^-{2-[(3-fluon)phenyl)amino]76-[(4-methoxyphenyl)lhio]pyrim 
leucinamide; 

(S)-2-[4-(3-Q/ano-phenylamino)-6-(thiazol-2-ylsulfanyl)-pyri 

pentanoic acid (tetrahydro-furan-2-ylmethyI)-amide; 

(S)-2-[4-(3-Cyano-phenylajTiino)-6-(pyridin-2-ylsulfanyl)-pyrimidin-2-yl^ 
15 pentanoic acid (tetrahydro-furan-2-yImethyl)-amide; 

jV^-(4.[((3-Methyl-propyl)thio)amino]-6-[(4-methoxyphenyI)thio]pyrim^^^^^ 

(tetrahydrofui™-2-ylmeftyl)-L-leucinanude^-{4-[(2^^ 

methoxyphenyl)thio]pyrimidin-2-yI}-JS^Ktetrah 
(S)-2-[4-(3-Cyano-phenylamino)-6-(4-methoxy"phenylsulfa^^ 
20 methyl-pentanoic acid (2-methylsulfenyl-ethyI)-amide; 

^^-{2-[(3-Fluorophenyl)ainino]-6-[(4-methoxyphenyl)thio]p^ 

4-yl-L-leucinamide 

2-[6-(3-Fluoro-phenylamino)-2-(4-methoxy-phenylsulfimyl)-pyrimidin 

pentanoic acid methyl ester; 
25 (S)-2-[6-(3-Fluoro-phenylamino)-4-(4-methoxy-phenylsulfanyl)-pyridin-2-ylam^ 

methyl-pentanoic acid methyl ester; 

N^-(3-Fluoro-phenyl)-6-(4-methoxy-phenylsulfanyl)->r^K3-methyl-l"pyridin-2-yl-but^ 
pyrimidine-2,4-diainine; 

N^-(3-Fluoro-phenyl)-6<4-methoxy-phenylsulfanyl)-N^-(3-methyl-l-pyridin-^^^ 

30 pyrimidine-2,4-diamine; 

(S)"2-[4-(3-Cyano-phenylamino)-6-(quinolin-8-ylsulfanyl)-pyrimidin-2-yhiiethyl]-4-m 

pentanoic acid (tetrahydro-furan-2-ylmethyl)-amide; 
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(S)-2-[4-(4-Amino-phenylsulfanyl)-6-(3K5yano-phenylammo)-pyr^ 
meAyl-pentanoic acid (tetrahydro-furan-2-ylmethyl)-amide; 
(S)-2-[3-(3-Fluoit)-phenylamino>5-(4-metho>Q^-phenylsulfanyI)-phenylam^^^ 
pentanoic acid methyl esten 
5 (S)-2-[2-(3-Fluoro-phenylamino)-6-(4-methoxy-phenylsuIfanyl>pyridin-4-y 
methyl-pentanoic acid methyl ester; 

(S)-2-[6-(3-Fluoro-phenyIamino)-4-(4-metho;0^-phenyIsulfanyl)-l-<)xy-pyridin-2-yl^ 
methyl-pentanoic acid methyl ester; 

(S)-2-[4-(3-Fluoro-phenyIamino)-6-(4-methoxy-phenylsuIfanyl)-pyridin-2-ylamiiio]-4- 
1 0 methyl-pentanoic acid methyl ester. 

41. A compound according to any one of claims 1-40, for use as a medicament. 

42. The use of a compound according to any one of claims 1-40 in the manufacture of a 
15 medicament for the treatment or prophylaxis of disorders associated with p-amyloid 

production. 

43. The use of a compound according to any one of claims 1-40 in the manufacture of a 
medicament for the treatment or prophylaxis of Alzheimer's disease or Down's syndrome. 

20 

44. A method for the treatment of neurological disorders associated with P-amyloid 
production comprising administring to a warm-blooded animal in need of such treatment a 
therapeutically effective amount of a compound according to any one of claims 1-40. 

25 45. A method for inhibiting y-secretase activity comprising administering to a warm- 
blooded animal in need of such inhibition a therapeutically effective amount of a compound 
according to any one of claims 1-40. 



30 



46. A method for the treatment or prophylaxis of Alzheimer's disease or Down's 
syndrome comprising administring to a warm-blooded animal in need of such treatment a 
therapeutically effective amoimt of a compoxmd according to any one of claims 1-40. 
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47. A phannaceutical composition comprising a compound according to any one of claims 
1-40, or a pharmaceutically acceptable salt or in vivo hydrolysable ester therof, together with 
at least one pharmaceutically acceptable carrier, diluent or excipent 



48. A process for preparing a compound of formula (I) as recited in claim 1 or a 
pharmaceutically acceptable salt or in vivo hydrolysable ester therof v/hich process 
comprises: 



a) R7-thioI, 

DIEA, DME, 0"CtoRT 




CI 

b) R3-NH2.HCI, A.^ p3 

DIEA. iPrOH, reflux - 



c) LiOH. WIeOH, THF. 6 



NMM, CH2CI2 



isobutyl chlorofomiate 

NH. S N N Y \r4 
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49. A process for preparing a compound of formula (II) as recited in claim 19 or a 
pharmaceutically acceptable salt or in vivo hydrolysable ester therof which process 
comprises: 

9* a) R1R2NH | 

l^^l^ DlEA(1.2eq),THF ^-^m 

N CI b)R3SH.DlEA(i;2eq> « 

THF, reflux ^ 
la lb 



PS-HOBT. DWIF ^ 

1. 



DIEA(4eq), 90* C 



R2 

1c 



R4R5NH (0.8 eq) 



R4^R5 
RK,,A,,A.^.R3 



PS-DlEA(2.5eq). N S 

miciowave, 1 60" C, 5 minutes r2 

Id 



„.R3 a) R4R5NH R4^^^R5 

^ DIEA(2.2eq).THF J*^ 



Relfiix4h 



lb 



N-^N """"" N^N 

R2 R2 



Id 



